
ALERTS, NOTICES, AND CASE REPORTS

In the present study, a patient with subacute cerebellar
degeneration was found to have serum and CSF antibodies
that produced immunofluorescence staining of cytoplasmic
antigens of cerebellar Purkinje cells, characteristic of type I
antibody response. Because the results of a breast examina-
tion and mammography were unremarkable, extensive
search was undertaken for a pelvic malignant neoplasm. Ef-
forts to detect a tumor culminated, as the patient's clinical
condition continued to worsen, in exploratory laparotomy
and bilateral oophorectomy. Despite this exhaustive search,
the associated tumor, a breast carcinoma, was not detected
until more than two years after the onset of the patient's
cerebellar deficit. Type I antibody is most frequently associ-
ated with gynecologic malignancy, and its reported use as a
predictor of occult malignancy has been restricted to carci-
noma of the ovary, uterus, and adnexa.15 An identical anti-
body response may occur in patients with carcinoma of the
breast, however.3'5 Meticulous follow-up with careful search
for an occult tumor should thus be continued in antibody-
positive patients in whom a tumor is not found. The possibil-
ity of breast as opposed to ovarian, uterine, or adnexal
adenocarcinoma should be kept in mind in any patient with
type I antibody response. Repeat mammography, in addition
to further careful gynecologic evaluation, should be consid-
ered in any patient in whom type I antibody is detected but a

neoplasm not initially found, with repeat evaluations at three-
to six-month intervals over the next year or two.
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EVIDENCE IS overwhelming that cytologic screening has been
instrumental in effecting a reduction of both incidence and
mortality rates of invasive cervical carcinoma. 1-9 The death
rate from cervical cancer has decreased by 50% to 70% since
the Papanicolaou smear was introduced. Papanicolaou
smears are convenient, painless, sensitive, cost-effective,
quick, and widely accepted. They are an important part of
good care of patients and can help avoid litigation for failure
to diagnose cervical cancer.

Limitations of Papanicolaou Smears

Papanicolaou smears are only a portion of a complete
pelvic examination. Cervical cytology as a screening test

has an incidence of both false-negative and false-positive
results.10-25 These problems will vary with collection tech-

nique, the laboratory involved, and patient demographics.
Because cervical cytology is a screening test, abnormal find-
ings have to be confirmed histologically.

Suspicious cervical lesions should be evaluated regard-
less of cytopathologic findings. A biopsy should be taken of

gross lesions. Colposcopically directed biopsies are indi-
cated for accurate localization of optimum biopsy sites if an
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obvious lesion is not visible. Doing random cervical biopsies
is discouraged. If cytopathologic, colposcopic, and histo-
pathologic findings do not correlate, additional evaluation is
indicated.

Techniques for Specimen Collecting
Scraping the transformation zone is the most important

step in collecting a Papanicolaou smear. The cervix should be
scraped firmly, but care should be taken not to cause bleed-
ing. Slides should not be made too thick. An endocervical
specimen is important,26 preferably one obtained by the
use of a brush28' 29; however, a saline-moistened cotton appli-
cator or a "sword" is acceptable.

Careful attention to technique can reduce the incidence of
unsatisfactory smears and thus reduce the occurrence of
false-negative tests.25 Less than optimum smears are often
the result of the following:

* A thick smear with an abundance of red blood cells or

inflammatory cells,
* Poor fixation, often caused by air drying,
* A scarcity of cells caused by wiping the cervix before

obtaining the smear specimen,
* Inadequate scraping,
* An absence of endocervical cells,
* Failure to obtain an endocervical specimen.

Inadequate fixation is a problem. Specimens should not
be allowed to air dry, so speed is important. Any fixation
method used should be approved by the pathologist reading
the slide. Thus, communication between clinician and pa-

thologist is important.

Adequacy of Papanicolaou Smear Specimens
The midportion of the menstrual cycle is the optimal time

to take a Papanicolaou smear; smears obtained at other times
of the cycle, however, are much better than none at all.25 A
menstrual smear is not necessarily an unsatisfactory smear.

A virtually acellular smear is unacceptable and must be
repeated. The presence of blood or inflammation affects ac-

curacy. The amount permitted varies with each laboratory.
The laboratory must report the presence or absence of endo-
cervical cells because the absence of such cells makes uncer-

tain the adequacy of the test.26
One slide is considered satisfactory, but two slides are

acceptable. Vaginal pool specimens are considered by most
to be of limited usefulness.

Reports
Verbal communication between the clinician and patholo-

gist is important. There is no objection to using a Papani-
colaou classification system by numbers, but a report is
inadequate if no verbal description is given.30 31

The degree of inflammation should be reported. Because
evaluations will vary from laboratory to laboratory, the clini-
cian must communicate with the pathologist. The treatment
of obvious vaginal infection before a smear is done is opti-
mal; a smear must be made if there is any question regarding
patient compliance.
A smear should be repeated soon if it is inadequate be-

cause of inflammation. If the smear is adequate but there is
any inflammation or other benign atypia, it should be re-

peated in three to six months. Colposcopy is recommended if

there are two abnormal smears with benign atypia or inflam-
mation not accounted for by the presence of a specific etio-
logic agent.

The presence of koilocytes is diagnostic for human papil-
lomavirus infection ofthe cervix. The cells are characterized
by sharply defined perinuclear cavitation bordered by dense,
amphophilic cytoplasm. Nuclei show hyperchromasia and
may be multiple. Both nuclear changes and perinuclear cavi-
tation must be present.

The presence of endometrial cells should be reported
regardless of the age of the patient. Any unusual finding
should likewise be reported. As indicated earlier, communi-
cation regarding unusual findings is important.

Evaluation of Laboratories
Physicians should consider the following questions be-

fore selecting a cytology laboratory25'32.33:
* Is the laboratory licensed by the College of American

Pathologists? Is it accredited by a volunteer accrediting
agency?

* Is there good communication between the cytology
laboratory and referring physicians? Does the location of the
laboratory encourage such communication? When any new
or unsuspected abnormality is found, the physician should be
contacted, usually by phone.

* Does the laboratory report unsatisfactory specimens
when, for example, there are too few cells for a valid inter-
pretation? The percentage of unsatisfactory specimens will
vary with the quality of the submitted specimen.

* Is there documentation of a quality assurance program
in the cytology laboratory? Such documentation is required
for American College of Pathologists accreditation; thus, an
accredited laboratory has a quality assurance program.

* Are adequate staff available to do the work of that
laboratory? Are certified cytotechnologists doing the work?

The Human Papillomavirus Epidemic
The human papillomavirus is a factor in the development

of carcinoma of the cervix.34-38 The herpes simplex virus
type 238 or smoking39 may likewise be associated.

The prevalence of the human papillomavirus infection
varies widely among different population groups. This infec-
tion is the most rapidly increasing sexually transmitted dis-
ease in this country. Its prevalence is especially high in young
adults. Regardless of a person's age, cervical cytologic
screening should start when sexual activity begins. The epi-
demic will get worse before it gets better.

Although 60 types ofthe human papillomavirus have been
identified, not all are related to cancer. Types 16, 18, 31, 33,
and 35, among others, have been implicated in both squa-
mous cell carcinoma and adenocarcinoma of the cervix.
A substantial lag time exists between what is seen in

women and what is seen in men. Specimens from the sexual
partners of female patients with the human papillomavirus
infection should be examined using magnification and appro-
priate staining techniques. Accurate localization of optimum
biopsy sites is indicated.

There is concern that characteristics of cervical cancer
may be changing, with some lesions progressing rapidly.40
This is possibly related to the type of associated human papil-
lomavirus. There is evidence that the prognosis is influenced
by the human papillomavirus type.40
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Guidelines
Papanicolaou smears should be done annually after a

woman becomes sexually active or reaches the age of 18

years.4"-43 There is no age limit above which annual Papani-

colaou smears are not recommended.23'41

sons are given for these recommendations:

The annual physical examination has proved a crucial,

highly effective preventive measure.

The increased diagnostic yield of annual Papanicolaou

smear screening is cost-effective because everyone needs an

examination anyway.
* The Papanicolaou smear is an easy, inexpensive, and

painless test to do.
* The human papillomavirus epidemic is a problem of

enormous magnitude.
* The screening frequency compensates for a lack of

patient compliance.
Annual screening should increase persons' compliance

in other areas of health care screening.

High-risk persons may require screening more often than

annually. These include women who began their sexual ac-

tivity early, women with multiple sexual partners, patients

with a history of any lower genital tract infection of any

disease related to the human papillomavirus, those with sex-

ual partners who have had any disease related to the human

papillomavirus, and women who had exposure to diethylstil-

bestrol in utero.
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